-

PCT

WORLD INTELLECTUAL PROPERTY ORGANIZATION
International Bureau

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(51) International Patent Classification3 :

A61J 1/00; F16L 47/00 Al

(11) International Publication Number:

WO 83/ 03540

(43) International Publication Date: 27 October 1983 (27.10.83)

(21) International Application Number: PCT/US83/00358

(22) International Filing Date: 14 March 1983 (14.03.83)

365,943
6 April 1982 (06.04.82)

(31) Priority Application Number:

(32) Priority Date:

(33) Priority Couatry: Us

(71) Applicant: BAXTER TRAVENOL LABORATORIES,
INC. [US/US]; One Baxter Parkway, Deerfield, IL
60015 (US).

(72) Inventor: PEARSON, Stephen ; 34520 N. Hickory
Court, Ingleside, IL 60041 (US).

(74) Agents; PRICE, Bradford, R., L. et al.; One Baxter
Parkway, Deerfield, IL 60015 (US).

(81) Designated States: AU, BR, DK, JP, NO, SU.

Published

With international search report.

(54) Title: STERILE COUPLING

(57) Abstract

A sterile coupling (124) enabling
the selective establishment of a sterile
pathway (118) between two separate re-
ceptacles (22, 80). A preferably injection
molded plastic junction (76) is made
about at least the end portions (78, 104)
of access means (44, 90) to each of the
separate receptacles (22, 80). The junc-
tion provides a sterile coupling so as to
selectively bring the access means into
pathway communication and thereby es-
tablish a sterile pathway (118) between
the receptacles through the access
means. Also disclosed are methods for
manufacturing a sterile coupling and
methods for establishing a sterile path-
way between the receptacles, as well as a
method for low pressure injection mold-

ing.

12477

H~—80




FOR THE PURPOSES OF INFORMATION ONLY

Codes used to identify States party to the PCT on the front pages of pamphlets publishing international ap-
plications under the PCT.

AT Austria ’ LI Liechtenstein

. AU Australia : 1K Sri Lanka
BE Belgium LU Luxembourg
BR Brazil - MC Monaco
CF Central African Republic MG Madagascar

- CG Congo MR Mauritania

CH Switzerland MW Malawi
CcM Cameroon NL Netherlands
DE Germany, Federal Republic of NO Norway
DK Denmark RO Romania
F1 Finland SE Sweden
FR France SN Senegal
GA Gabon St Soviet Union
GB United Kingdom D Chad
HU Hungary TG Togo
JP Japan s United States of America
KP Democratic Peopie’s Republic of Korea




N

PrLy

WO 83/03540

10

15

20

s

30

PCT/US83/00358

-1 -

Description

Sterile Coupling

There are two related cases filed concurrently here-
witH, entitled "Closed Drug Delivery System", filed in the
names of Stephen Pearson and Steffen A. Lyons, attorney
docket no. BM-1204; and "Mixing Apparatus", filed in the
name of Steffen A. Lyons, attorney docket no. BM-1206.
Both applications are assigned to the assignee of the

present invention.

Background of the Invention .
Many drugs are mixed with a diluent before being

delivered intravenously to a patient. The diluent may be,
for example, a dextrose solution, a saline solution or
even water. Many such drugs are supplied in powder form
and packaged in glass vials. Other drugs, such as some
used in chemotherapy, are packaged in glass vials in a
liquid state.

Powdered drugs may be reconstituted in a well known
manner, utilizing a syringe which is used to inject liquid
into the vial for mixing, the syringe eventually withdraw-
ing the mixed solution from the vial. When a drug must be
diluted before delivery to a patient the drug is often
injeéted into a container of diluent, where the container
may be connected to an administration set for delivery to
a patient. More specifically, the diluent is often
packaged in glass bottles, or flexible plastic contailners
such as are sold under the names MINI—BAG‘:"l and
VIAFLEX® by Travenol Laboratories, Inc. of Deerfield,
Tllinois. These containers have administration ports for
connection to an administration set which delivers the
container contents from the container to the patient. The

drug is typically added to the container through an injec-

tion site on the container.
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Drugs may be packaged separately from the diluent for B
various reasons. One of the most important reasons is

that some drugs do not retain their efficacy when mixed

R

with a diluent and thus cannot be stored for any substan-
5 tial period of time. In some instances the drug and
diluent will not stay mixed for a significant length of
time. Also, drugs are often packaged separately from the
diluent because many firms which manufacture drugs are not
engaged in the business of providing medical fluids in
10 containers for intravenous delivery.

Therefore, a doctor, nurse, pharmacist or other
medical personnel must mix the drug and diluent. This
presents a number of problems. The reconstitution pro-
cedure is time consuming. The operator must provide the

15 proper diluent and a syringe before beginning. Often the
powdered drug is "caked" at the bottom of the vial. Thus,
when liquid is injected into the vial from a syringe the
surface area of contact between the liquid and the
powdered drug may be quite small initially, thus making

20 the mixing procedure even more time consuming. Because of

" the limited vial volume, the increasing drug concentration
in the diluent makes it harder to finish the reconstitu-
tion process. The operator may attempt to solve this by
repeatedly injecting solution into the wvial, mixing and

25 withdrawing the solution but this makes necessary addi-
tional injections and movement of the syringe which
increase the likelihood of contamination. Also, it is
sometimes difficult to get all of the drug and/or ligquid
out of the vial, thus increasing the time req&ired to

30 perform the reconstitution procedure. s

The reconstitution procedure should be performed under
preferably sterile conditions. 1In addition to such a
requirement making the operator justifiably more cautious

and consuming more time, sterile conditions are often hard
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to maintain. In some instances, a laminar flow hood may
be required under which the reconstitution procedure is
performed.

Some drugs such as, for example, some chemotherapy
drugs, are toxic. Exposure of the operator to the drugs
during reconstitution may be dangerous, especially if the
operator works with such drugs on a daily basis and is
repeatedly exposed to them.

A further problem is that the reconstitution procedure
provides a source of confusion as to which container con-
tains which drug, because the diluent container must be
marked with the drug with which it has been injected or at
least the name of the patient to whom it should be
delivered.

It can be seen that a closed system for separate
storage of a drug and diluent would be most beneficial.
Certain factors have until recently prohibited such a
closed system on a commercially feasible, reasonably
inexpensive basis, however. 'One factor which has made
difficult the manufacture of a closed system having
separate, selectively communicating compartments for a
drug and a diluent has been the sterilization procedure.
As an example, in the case of diluent in a flexible
plastic container, the container with the diluent therein
is sterilized by steam sterilization, or autoclaving.
However, the heat generated during such a sterilization
procedure would destroy the efficacy of many drugs. On
the other hand, other sterilization means such as the use
of ethylene oxide gas may not harm the drug but may harm
the diluent. A system for sterilizing a drug and diluent
separately and combining the two cbmponents into a single,
container having separate compartments for separate
storage afier sterilization is shown in a U.S. patent

application in the name of William Schnell, entitled
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"Sterilized Liquid Mixing System", attorney docket no.
AO-1200, filed concurrently herewith and assigned to the
assignee of the present invention. s

These considerations mandate that, absent means to
protect the drug and diluent during different steriliza-
tion steps, the system be formed by combining separate
drug and diluent receptacles after they have been
separately sterilized. This requires the manufacture of a
sterile or at least an aseptic connection between the two
receptacles. Sterile connectors are known, such as shown,
for example, in U.S. Patent Nos. 4,157,723 and 4,265,280
and allowed U.S. patent application Serial No. 027,555,
filed on April 6, 1979, all assigned to the assignee of
the present invention. The connectors disclosed therein
provide highly reliable, sterile connections. They &o
however employ a separate radiant energy source to make
the connection and therefore a power supply to operate the
energy source.

Another requirement of such a closed system is that it
should prevent water vapor transmission from the
receptacle holding the diluent to the recepﬁacle holding
the powdered drug. As discussed earlier, the storage of
some powdered drugs with even a small amount of liquid
destroys drug efficacy.

Finally, such a closed system should also be con-
structed in a manner which will facilitate easy and

thorough mixing of the drug and the diluent.
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Summary of the Invention

The present invention is directed to a sterile
coupling which enables the selective establishment of. a .
sterile pathway between two separate receptacles. The

sterile coupling of the present invention can be made .

directly to a drug vial of standard construction without
modification of the drug vial. The sterile coupling
enables separate sterilization of two components in
separate receptacles yet makes possible a closed system

for storage of the components in a manner enabling their

. future combination under sterile conditions.

Each of the receptacles includes access means. A
molded junction is permanently affixed about at least the
end portions of both of the access means to maintain the
end portions in sterile, spaced relation. One of the
access means includes a piercing element capable of pierc-
ing the junction between the end portions, thereby
establishing a sterile pathwéy between the receptacles
through the access means. In the preferred embodiment,
the molded junction is a plastic material which is formed
by injection molding the heated molten plastic about the
end portions. The junction provides for sterilized end
portions to later form a sterile coupling by means of heat
transfer from the molten material to the end portions.

The present invention is further directed to a method
for establishing and maintaining a sterile, spaced rela-
tion between the access means of each of two separate
receptacles, allowing for the future selective establish-
ment of a sterile pathway between the receptacles through
the access means.

The invention further provides a method for selec-
tively establishing a sterile pathway between access means

of each of two separate receptacles.
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Finally, the invention is also directed to a method
for injection molding molten material from a low pressure
supply into a mold interior. Low pressure injection mold-~ .
ing is necessary when, for example, it is desired to
5 injection mold a junction about an easily damaged glass

vial.
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Deécription of the Drawings
Fig. 1 is a perspective view of the closed system.

Fig. 2 is a perspective view of the compressible -

chamber seen in Fig. 1l.
Fig. 3A is a fragmentary view taken along the line

3A-3A of Fig. 2.

Fig. 3B is an enlarged fragmentary view in partial
cross—section of the retaining tube and frangible cannula.

Fig. 4 is a partially schematic side elevational view
of the closed system during manufacture rotated ninety
degrees for ease of illustration on the page.

Fig. 5 is a front elevational view in partial

cross-section of the system illustrated in Fig. 1, during

manufacture.

Fig. 6 is a fragmentary, cross-sectional view of the
sterile coupling used in the closed system illustrated in
Fig. 1.

Fig. 7 is a fragmentary view of the closed system in-
partial cross-section, illustrating the establishment of a
sterile pathway. 7

Fig. 8 is the view illustrated in Fig. 7 and further
illustrating the open frangible cannula.

Fig. 9 is a partially cut-away, front elevational view

illustrating liquid transfer .
Fig. 10 is a partially cut-away, front elevational

view illustrating liquid exchange.
Figs. 11, 12A and 12B are front elevational views of
the container illustrating the step of emptying the liquid

from the container into the chamber.
Fig. 13 illustrates an alternate embodiment of the

sterile coupling.
Fig. 14 is a front elevational view of another

alternate embodiment of the sterile coupling.
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_Figs. 15 and 16 are fragmentary views in partial
cross-section of the sterile coupling of Fig. 14, before
and after establishment of a sterile pathway, respec-
tively.
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Detailed Description of the Preferred Embodiments
Referring to Figs. 1 through 3, there is seen in Fig.

1 a closed system 20. A compressible chamber 22 is pro-
vided which may be made from flexible plastic sheets 24,
26 sealed together to form an external seal 28 about the
compressible chamber 22. The plastic sheets 24, 26 may be
made of, for example, polyvinyl chloride material and the
external seal 28 may be, for example, a heat seal or a
radio-frequency (RF) seal. The compressible chamber 22
includes a resefvoir compartment 30 and a selectively
gas~-trapping compartment 32. The reservoir and
gas-trapping compartmenté 30, 32 are partially defined by

" an internal wall 34 having a closed end 36 and an open end

38. The internal wall 34 may also be formed by heat seal-
ing or RF sealing the two flexible plastic sheets
together. The internal wall 34 may be an exéension of the
external seal 28. .The open end 38 of the internal wall 34
may be a wider, rounded seal 40 for increased strength.

The internal wall 34 segregates the gas-trapping and
reservoir compartments 32, 30 along the length of the
internal wall 34 and at the closed end 36. The internal
wall 34 defines an open flow path 42 around the open end
38, between the gas-trapping and reservoir compartments
32, 30. |

The external seal 28 and internal wall 34 together
define a generally "J"-shaped configuration for the
compressible chamber 22 in the preferred embodiment. The
reservoir compartment 30 corresponds to the long leg of
the J-shaped configuration and the gas-trapping compart-
ment 32 corresponds to the short leg of the J-shaped con-
figuration. The internal wall 34 separates the long and
short legs.

Means 44 to access the compressible chamber 22 is

located adjacent the gas-trapping compartment 32. In the
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preferred embodiment the access means includes a needle 46
which may be of standard construction, mounted in a
plastic needle hub 48. The chamber access means 44 -
further includes a plastic, flexible sleeve 50 such as may
be made with polyvinyl chloride material. The sleeve 50
may be bonded at its first end 56 to the needle hub 48, by
conventional means such as solvent bonding . The chamber
access means 44 further includes é membrane 52 bonded to
and closing the sleeve 50 at the second end 58 of the
sleeve. The membrane 52 includés annular ribs 54. The
membrane 52 may also be a plastic material.

The first end 56 of the sleeve 50 is secured into the
hollow end 60 of a frangible cannula 62. Such frangible
cannulas are known and may be constructed as shown for
example, in U.S. Patent Nos. 4,181,140 and 4,294,247 and

"allowed U.S. patent application Serial No. 686,102 filed

October 18, 1979, all assigned to the assignee of the

_ present invention. Referring to Figs. 3A and 3B, it is

seen that the frangible cannula 62 may be housed in a
hollow retaining member 64 which includes one or more
openings 66 in the sidewall 68 of the retaining member 64,
the openings 66 being located near the top of the short
leg of the J-shaped compressible chamber 22. The
frangible cannula 62 includes a breakaway portion 72 which
may have fins 73 ‘and which may be selectively broken away
from the hollow end 60 at the frangible portion 70. -

As seen best in Figs. 1 and 3B, the external seal 28
is made around the sidewall 68 of the retaining
member 64. If RF sealing is utilized, the sidewall 68 of
the retaining member 64 will simultaneously seal to the
plastic sheets 24, 26 and to the hollow end 60 of the
frangible cannula 62 upon application of the RF source.

The compressible chamber 22 contains a first component

74 which may be a sterile liquid diluent such as water,
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dextrose solution or saline solution. Other diluents are
of course possible. .

The closed system 20 preferably includes hahging means
such as a defined opening 98 through the flexible plastic
sheets 24, 26. The compressible chamber 22 preferably
includes a selectively opened port 100 which may be
connected to an administration set (not shown) for
delivery to the venous system of a patient.

Referring to Figs. 1 and 6, a junction 76 encloses the
end portion 78 of the chamber access means 44; In the
preferred embodiment the junction 76 is made from an
injection moldable plastic material. The junction 76
connects the chamber access means 44 with a container 80.
The container 80 contains a second component 82 such as a
powdered or ligquid drug. 1In the preferred embodiment, the
container 80 is a glass drug vial of standard construc-
tion, which allows for the incorporation of drugs. into the
closed system 20 from other sources in such standard vials
without necessitating retooling for a new drug container.
When the container 80 is a drug vial of such standard con-
struction, it typically includes a rubber stopper 84 and a
metal band 86 about the mouth 88 of the container 80, the
metal band 86 retaining the rubber stopper 84 in the con-
tainer 80. The rubber stopper 84 and metal band 86
together form means 90 to access the container 80. As
will'be described below, neither the chamber access means
44 nor the container access means 90 are limited to the
specific construction described herein, but rather can
include a wide range of configurations.

The container 80 may be loosely retained by a flap 92
extending from the flexible plastic sheet 24 and heat
sealed at its distal end 94 to the other flexible plastic
sheet 26. A plastic pouch 96 is placed about the con-
tainer 80. The plastic pouch 96 may be of a polyolefin

o A e
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material agains£ which the container 80 may easily slide.
The polyolefin material has a lower coefficient of fric-
tion than, for example, polyvinyl chloride, £rom which the
flexible plastig sheets 24, 26 may be made.

The closed system 20 is manufactured by bringing -
together the compressible chamber 22 and the container 30
after the contents of each has been separately
sterilized. For example, after the apparatus 102 seen in
Fig. 2 is filled with the first component 74 it may be
placed in a closed pouch (not shown) of a plastic material
such as polypropylene. The apparatus 102 may then be sub-
jected to autoclaving to sterilize the interior of the
compressible chamber 22 and the first component 74. The
apparatus 102 is then taken out of the pouch and placed on
a preferably horizontal surface 103 at a work station with
the flexible plastic sheet 24 and the flap 92 face up, as
illustrated in Fig. 4. Fig. 4 has been rotated ninety
degrees for ease of illustration on the page. The pouch-
ing of the apparatus 102 before autoclaving is helpful in
promoting a clean environment for the apparatus but is not
claved without pouching. After this step, the apparatus
can be taken directly to the work station.

The flap 92 is folded away from the chamber access
means 44. The container 80 is then placed on the
horizontal surface 103. The énd portion 104 of the
container access means 90 is biased into abutting relation
with the end portion 78 of the chamber access means 44.
The end portions 78, 104 may be biased by any appropriate
biasing means, such as, for example, a spring mechanism
106.

As seen in Fig. 5,'a mold 110 is then placed about the
end portions 78, 104 of the chamber access means 44 and

container access means 90, respectively. Molten material
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112 is then injected through the supply line 114 into the
mold interior 120, about the end portions 78, 104. It is
anticipated that ‘the molten material 112 will be a '
plastic, and preferably a thermoplastic; however, it is
conceivable that other molten materials meeting the
requirements described below will also work. 1In the pre-
ferred embodiment, the molten material is a plastic sold
under the trademark Kraton by Shell 0il Company. It is
believed that Kraton is a block copolymer of polystyrene
and a rubbery polyolefin material. Another plastic which
may be acceptable is Delrin®, sold by E. I. DuPont de
Nemours & Co. The plastic should be puncturable but
resistant to coring during puncture. The pressure of the
injected molten material 112 overcomes the bias between
the end portions 78, 104 and separates the end portions
into spaced relation as seen in Fig. 6.

In order to be in a molten state, the molten material
such as molten plastic will be quite hot. It has been
found that during injection molding the molten material
sterilizes the end portions 78, 104 of both access means
44, 90 by heat transfer from the injection molded molten
material 112. When Kraton is used, a temperature of
500°F. or more should be maintained so as to sterilize the
end portions 78, 104. Generally, a higher temperature for
the molten material 112 will improve the sterilizing
ability of the heat transfer during injection molding.

It has been found that spraying water on the end por-
tions 78, 104 before injection of the heated molten
material 112 may improve the sterilizing ability of the
heat transfer, although this is not believed necessary in
the preferred embodiment.

The molten material 112 is then cooled into a unitary
junction 76 which encloses the end portions 78, 104 and
also maintains the end portions in sterile, spaced rela-
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tion, as seen in Fig. 6. In addition to establishing and B
maintaining a sterile spaced relation between the access 7
means 44, 90 the above-described method provides an - - -
arrangement whereby a piercing element such as, for

5 example, the needle 46 may be urged through the junction
76 to selectively establish a sterile pathway 118 between
the compressible chamber 22 and container 80 through both
access means 44, 90, as seen, for example, in Figs. 7
and 8. »

10 It is believed that the above-described method for
establishing and maintaining the sterile spaced relation
between the access means may be accomplished without bias-
ing the end portions 78, 104. Alternatively, the end por-
tions may be held or maintained in a predetermined spaced

15 relation. The molten material may then be injected about :
at least the end portions 78, 104 of both access means 44,
90. In this alternative method, the injection molding of
the molten material does not itself separate the end por-
tions 78, 104, but the step does sterilize the end

20 portions.

It is believed that since, in the preferred embodi-
ment, the injection molding of molten material occurs only
about the container access means 90 of the container 80,
only a minimum amount of heat transfer occurs between the

25 molten material 112 and the second component 82 such as a

- powdered drug in the container 80, thus maintaining the
efficacy of the drug. When a glass vial is used as the
container 80, the glasé serves as a good insulator against
heat transfer between the molten material 112 and the

30 second component 82 inside the vial. The rubber stopper -
84 also is a good insulator. )

It may be seen that the above-described method for
establishing and maintaining a sterile spaced relation

between the access means 44, 90 is not limited to access
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means of the specifically described chamber 22 and con-
tainer 80. 1Indeed, any two receptacles may be used in
place of the chamber 22 and the container 80.

As stated, the container 80 in the preferred embodi-

5 ment is a glass vial having a rubber stopper 84 in the
mouth 88 of the vial. Because of the use of a glass con-
struction and a rubber stopper 84, the container 80 can
not be subjected to strong stresses. For this reason, the
injection molding step described above to form the junc-

10 tion 76 must be made from a low pressure supply into the
mold interior 120. The molten material 112 is injected at
a pressure of less than 10 PSI and preferably at a
pressur~ of about 5 PSI. This low pressure injection
molding makes impossible an otherwise useful, known

15 technique for determining when the mold interior 120 is
full. For example, completion of an injection cycle is
often determined by monitoring the back pressure in the
supply line. When the back pressure of the molten
material rises to a certain level it is known that the

20 mold interior is full and injection of further plastic is
then stopped. Under the low injection molding pressure
requirements, however, it is difficult to determine a
significant rise in back pressure of the molten material
112. If the back pressure is allowed to rise, the

25 pressure might either blow the rubber stopper 84 into the
container 80 or break the container 80.

" Other means of determining injection cycle completion
include measuring the guantity of molten material injected
into the mold interior through the supply line. Such

30 measurement means can be expensive and it is often dif-
ficult to.perform precise measuring.
Solving the problem of determining completion of an
injection cycle is solved by providing an open channel 122
in the mold 110, as seen in Fig. 5. Preferably, the open
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channel 122 is a formed groove in the side of one of two
mold halves which comprise the mold 110. The open channel
122 extends between the mold interior 120 and the exterior
of the mold 110. The opén channel 122 is preferably
placed away from the supply line 114, although it is
believed that this is not necessary. The open channel is
relatively narrow compared with the mold interior 120 and
in the preferred embodiment is within the range of about
0.030 in. to about 0.060 in. wide, when the molten
material is Kraton; After molten material 112 has filled
the mold interior 120, it enters the open channel 122.

The presence of the molten material 112 in the open
channel 122 is then sensed, whereupon the low pressure
supply of the molten material ceases.

It is believed that by placing the mold-interior end
of the open channel 122 away from the supply line 114 and
most importantly by making the open channel 122 narrow,
the open channel 122 becomes the path of greatest
resistance to the molten material 112 and is therefore
filled with molten material 112 only after the mold
interior 120 is filled. The object is to make the open
channel 122 the path of greatest resistance but to prevent
clogging of the channel and allow molten material to enter
the channel 122. Thus, when the molten material is more
viscous, the channel 122 will need to be wider so as to
permit material 112 to enter the open channel and to
prevent clogging of the channel 122, yet still narrow
enough to be the path of greatest resistance to the molten
material 112.

If the injection molding process is performed
manually, the presence of the molten material in the
channel 122 may be sensed visually, whereupon the operator
ceases the application of pressure to the material

supply. In an automated procedure, the sensing of the
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molten material in the channel 122 could be made by
various means including, for example, a microswitch (not
shown) connected to the inside of the open: channel-122 or -~
at the exterior end 123 of the open channel 122. The
microswitch can be connected to and control the low
pressure supply.

When the molten material 112 cools and becomes the
junction 76, a sterile coupling 124 is formed which
enables the selective establishment of the sterile pathway
118 between two separate receptacles, such as the con-
tainer 80 and the compressible chamber 22. In the closed
system 20 the sterile coupling 124 includes ‘the chamber
access means 44, the container access means 20 and the
molded junction 76 affixed about at least the end portions
78, 104 of the access means 44, 90, respectively, whereby
the junction maintains the end portions in sterile spaced
relation. The sterile coupling 124 further includes the
piercing element such as the needle 46 which is capable of
piercing the junction 76 between the end portion 78, 104
so as to selectively bring the access means into pathway
communication and establish a sterile pathway 118 between
the container 80 and the compressible chamber 22 through
the access means 44, 90. In the'preferred embodiment, the
needle is housed within and is a part of the chamber
access means 44. The needle 46 forms the conduit between
the container 80 and the chamber 22 when the sterile path-
way 118 is formed. However, it is not necessary for the
piercing element to be a needle 46 and it is not necessary
for the piercing element to also be the conduit. Other
piercing element and conduit configurations may be used in
the sterile coupling 124. Indeed, the sterile coupling
124 is not limited to use in the above-described closed
system 20, For example, the sterile coupling 124 can

include first means to access one receptacle and second
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means to access another receptacle, whereby the juﬁction
76 is permanently affixed about at least the end portions
of both the first and second access means. The piercing
element should be capable of piercing the preferably
plastic junction from the end portion of the corresponding
access means through the junction at least to the end por-
tion of the other of the first and second access means in
a manner to establish a sterile pathway through both
access means, between the receptacles.

Upon formétion of the sterile coupling 124 in the
closed system 20, the loose fitting, open ended plastic
pouch 96 is placed about the container 80, as seen for
example in Fig. 1. The flap 92 is then brought down over
the container 80 and heat sealed at its distal end 94 to
the flexible plastic sheet 26. The plastic sheet 26, flap
92 and pouch 96 confine the container 80 but allow for
axial movement of the container. As stated above, the
plastic sheet 26 .and flap 94 ﬁay be made of polyvinyl
chloride material. Such material has a very high
coefficient of friction thereby hindering axial movement
of the container 80 relative to the compressible chamber
22. The plastic pouch 96 is provided merely to reduce the
coefficient of friction and ease axial movement of the
container. The plastic pouch 96 may be a polyolefin such
as polypropylene, for example.

The closed system 20 provides for the separate storage
of two components and the selective mixing of those
components under sterile conditions. The first component
74 in the compressible chamber 22 and the second chamber
82 in the container 80 are mixed by first forming the
sterile pathway 118 within the junction 76 of the sterile
coupling 124, as illustrated in Figs. 7 and 8. In the
preferred embodiment the sterile pathway 118 is made by

urging the piercing element, in this case the needle 46,
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through the membrane 52 and the end portion 78 of the
chamber access means 44. After piercing the membrane 52,

the needle 46 pierces the junction 76 and then: the- rubber

- stopper 84 of the container 80, the rubber stopper 84

being part of the container access means 90. The interior
of the needle 46 is then in communication with the.
interior of the container 80 housing the second component
82. The piercing element is urged toward the container 80
by simply grasping the container 80 and the chamber access
means 44 and pushing them toward each other. The closed
system 20 allows for axial movement of the container 80.
When the container 80 and needle 46 are urged together
as seen in Fig. 7, the sleeve 50 collapses because of its
flexible construction. The sleeve 50 and membrane 52
serve to hold the chamber access means 44 within the junc-
tion. The annular ribs 54 about the membrane 52 aid in
retaining the membrane 52 within the junction 76. If the
junction 76 were molded directly about the needle 46 it

might be possible to withdraw the needle 46 from the junc-

tion 76. While it is believed that such a configuration

of the invention will work, the chamber access means 44
including the sleeve 50 and membrane 52, is preferred.
The frangible cannula 62 segregates the liquid first
component 74 from the chamber access means 44, preventing
the collection of ligquid within the sleeve 50 before the
frangible cannula 62 is opened. In addition, the '
frangible cannula 62 provides further assurance that there
will be no contamination of the first component 74 stored
in the compressible chamber 22. To completely open the
sterile pathway 118 between the interiors of the chamber
22 and container 80, thé.frangible cannula 62 must be
opened. This is done by manipulating the cannula 62 from
exterior of the compressible chamber 22. The break-away

portion 72 is bent relative to the hollow end 60, fractur-
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ing the cannula 62 at frangible portion 70. If desired,
the break-away portion 72 may thereafter be urged away
from the hollow end 60 down the retaining member 64. The
frangible cannula 62 may be designed so as to include fins
73 on the break-away portion 72 which frictioﬁélly engage
the retaining member 64. The break-away portion 72 is
thus trapped in the retaining member 64 and does not float
loosely within the chamber 22.

After the sterile pathway 118 is formed and after the

frangible cannula 62 is opened, fluid flow between the

" container 80 and chamber 22 is made through the needle 46

and around the fins 73 of the frangible cannula 62 as well
as through the defined opening 66 in the retaining member
64. Once the sterile pathway 118 is established, the
gas-trapping and reservoir compartments 32, 30, respec-
tively, may be selectively positioned to facilitate the
proper mixing of the first and second components 74, 82.

The mixing procedure is best seen with reference to
Figs. 9 through 12. The method includes the steps of
transferring some of the liquid first component 74 into
the container 80 after at least some air 128 is in the
container 80, exchanging some Qf the liquid in the con-
tainer with some of the liquid in the chamber 22 and
finally, emptying the liquid in the container 80 into the
chamber 22.

In the illustrated embodiment the liguid, first
component 74 is stored in the compressible chamber 22
along with at least a small amount of air 128 or other
gas. The first component 74 may be packaged without any
air 128 in the compressible chamber if there is some air
128 stored in the container 80. Powdered drugs are often
stored in drug vials under partial vacuums, however, and
thus additional air is required for the working of the

invention. Thus, air 128 is stored in the chamber 22.
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Liquid transfer from the chamber 22 into the container
80 is accomplished by manipulating the chamber 22 until
the liquid first mixing component 74 is ‘adjacent the
chamber access means 44, as seen in Fig. 9. The chamber
22, being made of flexible plastic sheets 24, 26, may be
manually compressed, thereby urging some liquid from the
chamber 22 into contact with the second mixing component
82 in the container 80. The liquid is transferred most
easily if the closed system 20 is maintained horizontally
with the gas-trapping compartment 32 and the container 80
beneath the reservoir compartment 30, such as is shown in
Fig. 9, It is important to stop compression of the
chamber 22 before the container 80 is totally filled with
liquid. If the container 80 is packaged with a vacuum, it
would otherwise be possible to fill the container totally
with liquid.

After some of the first component 74 is in the con-
tainer 80, the container 80 is agitated by shaking the
closed system 20. This mixes the first component 74 with
the second component 82. In those instances where the
second component 82 is a powder, agitation of the con-
tainer is most useful in initiating a mixing between the
components. This is especially true where the powder has
"caked" into a single piece, which provides for only small
surface area contact between the components. Agitation
helps to break up the second component 82 into smaller
particles.

After the step of liquid transfer, some of the liquid
in the container 80 is exchanged with some of the liquid
in the chamber 22, as best seen in Fig. 10. First, the
chamber is manipulated until liquid, as opposed to air
128, is in the gas-trapping compartment 32 of the chamber
22 adjacent the chamber access means 44 and until the

chamber access means 44 is above the gas-trapping compart-
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ment 32. The J-shaped configuration of the compressible
chamber 22 allows for liquid in the chamber 22 to be
adjacent the chamber access means 44 while still holding
the closed system 20 in the upright position shown in Fig.
10. Any air 128 in the chamber 22 can be stored entirely
in the reservoir compartment 30. This is accomplished by
manipulating the position of the closed system 20 so that
air 128 in the gas~trapping compartment 32 flows through
the open flow path 42. '

The chamber may then be manually compressed, which
urges some of the liquid in the gas-trapping compartment
32 of the chamber 22 into the container 80. During the
compression step, air in the container 80 which is above
the liquid in the container 80 is pressurized.

Compression of the chamber is then stopped. When
compression ceases the pressurized air in the container
forces some of the liguid from the container into the
chamber 22. The liquid first component 74 now has some of
the second component 82 mixed therewith.

Were it not for the unique shape of the compressible
chamber 22, the liquid exchange step would be performed by
first turning the system 20 upside down so that the
chamber access means 44 would be below the gas-trapping
compartment and then pressing the chamber. Then, while
still exerting pressure on the chamber to compress it, the
closed system would have to be rotated approximately 180°
until the air in the container 80 is positioned above the
liquid in the container. Only then could compression of
the chamber 22 De stopped, which would then urge liquid
from the container 80 into the chamber 22.

The liquid exchange step of the mixing method
transfers some  of the second component 82 into the chamber
22 and places additional amounts of the liquid first

component 74, having a lower concentration of the second
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component 82 therein, into contact with any amount of
second . component remaining in the container 80. By plac-
ing the less highly concentrated mixture into contact with
the remaining portion of the second component 82, thorough
mixture of the two components 74, 82 is facilitated. The
liquid exchange step may be repeated several times if
necessary, or if desired to ensure thorough mixing. After
each liquid exchange step is completed, the closed system
20 may be agitated to facilitate mixing. Repetition of
the liquid exchange step is most useful when the second
component is, for example, a powdered drug.

After a homogenous mixture between the first and
second components has been created, or after all powder
has been disolved, the liquid in the container is emptied
into the chamber, leaving virtually none of either the
first or second components 74, 82 in the container 80.

The liquid emptying step.is best illustrated in Figs. 11,
12A and 12B. First, the chamber 22 is manipulated until
at least some of the air 128 in the reservoir compartment
30 enters the gas-trapping compartment 32 ﬁhrough the open
flow path 42 between the gas-trapping and reservoir
compartments 32, 30. This is done by rotating the closed
system 20 approximately 90° from the position of Fig. 10,
shown by phamtom line in Fig. 11, to the substantially
horizontal position illustrated by solid line in Fig. 11.
In order to insure than air 128 flows around the internal
wall 34, through the open flow path 42 and into the
gas-trapping compartment 32, it is desirable to rotate the
closed system 20 until the port tube end 130 is somewhat
higher than the hanging end 132. This is depicted
schematically by thé lines 134 in Fig. 11.

Next, the chamber is manipulated until the air 128 in
the gas-trapping compartment 32 is adjacent the chamber
access means 44. This arrangement is shown in Fig. 12A,

//‘;’T Vi
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in which the closed system 20 has been rotated approxi-
mately 90° counterclockwise. The internal wall 34, in
addition to defining and partially segregating the
gas—-trapping and reservoir compartments 32, 30, also
enables this above-described selective entrapment of at
least a portion of the air 128 in the gas-trapping
compartment 32 adjacent the chamber access means 44. The
next step in emptying the liquid from the container is to
compress the chamber as seen in Fig. 12A. This
compression urges at least some of the air in the
gas-trapping compartment 32 into the container 80, thereby
pressurizing the air 128 above the ligquid in the container
80. Compression of the chamber is then stopped and, as
illustrated in Fig. 12B the now pressurized air in the
container 80 expels the liguid in the container through
the sterile pathway 118 into the chamber 22.

Mixing is now complete. A homogénous mixture is in
the compressible chamber 22. The container 80 is
virtﬁally empty. The closed system 20 may now be used as
a supply container to deliver the mixture in the chamber
22 directly to a patient.' A spike of an administration
set may be inserted into the port 100 to accomplish this
fluid delivery.

The uniquely designed compressible chamber 22 of the
invention may also be utilized without the sterile
coupling 124 previously described. The compressible
chamber having a selectively gas-trapping compartment and
a reservoir compartment with an open flow path there-
between, may, in combination with, or for future attach-
ment to a container, comprise an apparatus for separately
storing and selectively mixing components or for mixing a
liquid first component stored therein with a second
component stored in the future connected container. When

the apparatus includes the compressible chamber and the
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contéiner, the closed system 20 is such an apparatds, but
the container and chamber may be connected by any
selectively opened pathway between the chamber and
container and is not limited to use of the junction 76.
For example, the container 80 and chamber 22 may have a
selectively opened pathway which is a conduit having a
frangible cannula therein. The selectively opened pathway
may have a configuration different from those described
above. At least one of the container and the compressible
chamber also contains a gas. The apparatus is useful for
mixing two components even when sterile conditions are not
necessitated.

When the apparatus does not include the container, the
apparatus 102 may be as shown in Fig. 2, for example. The
apparétus 102 includes means to access the gas-trapping
compartment so that this access means 44 can be '
selectively connected to a separate container to form a.
selectively opened pathway between the container and-
chamber.

Figs. 14 through 16 illustrate an alternate embodiment
of the sterile coupling described above. In this embodi-
ment, there is provided a closed device 136 including a
compressible primary chamber 138 and a compressible _
auxiliary chamber 140. The chambers 138, 140 may be made
from flexible plastic sheets of, for example, polyvinyl
chloride. Area 141 has no function other than to provide
a uniform appearance to the device 136. A port 100’
provides for selective communication between the primary
chamber 138 and the exterior of the device 136.

Tubes 142, 144 extend from and communicate with the
interiors of primary and auxiliary chambers 138, 140,
respectively. Distal ends 146, 148 of the tubes 144, 142,
respectively, are closed by a cap portion 150 which may be
made of a needle pierceable plastic or rubber material.
The first end 56' of a flexible sleeve 50' is attached to

Zy, O
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the cap portion 150. The second end 58' of the sléeve 50!
is attached to and closed by a pierceable membrane 52°'.
Housed within the sleeve 50' are two double pointed
needles 152, 154. Together, tubes 142, 144, cap portion
150, sleeve 50', membrane 52' and double pointed needles
152, 154 form first means to access a receptacle, the
receptacle in this instance including both primary and
auxiliary chambers 138, 140. A junction 76' such as
described above is affixed about the end portion 78' of
the first access means, which includes the membrane 52°',
the sleeve 50', the cap portion 150, the needles 152, 154
and the tubes 142, 144. The junction 76' is also affixed
about the rubber stopper 84' of a container 80'. 1In this
embodiment, the rubber stopper 84' is part of the second
access means to access a second receptacle, in this case
the container 80°'.

A liquid first component 74' is stored in the primary
chamber 138. A second component 82' is stored in the con-
tainer 80'. The auxiliary chamber 140 remains empty until
mixing is desired, at which time the container 80' is
urged toward the first access means. Both of the double
pointed needles 152, 154 puncture the junction 76', the

- stopper 84' and the cap portion 150. An open fluid

passage is then established as seen in Fig. 16. The fluid
passage extends from the primary chamber 138 through the
tube 142, and the double pointed needle 152 into the con-
tainer 80'. The fluid passage continues from the con-
tainer 80', through the double pointed needle 154 and the
tube 144, into the auxiliary chamber 140.

Mixing is accomplished by first compressing the
primary chamber 138 to urge liquid therein into the
container 80'and from the container into the auxiliary
chamber 140. Next, the auxiliary chamber 140 is
compressed, reversing the fluid flow, through the con-

tainer 80' to the primary chamber 138. This cycle is
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repeated until the first and second components 74', 82'
are mixed. The port 100' may then be opened and the
mixture delivered. The use of the primary and auxiliary
chambers 138, 140 and the container 80' to establish a
flow pattern is as disclosed in the U.S. patent applica-=
tion of Kaufman, et al., entitled "Container For Mixing a
Liquid and a Solid", attorney docket no. PP-1203, filed
éoncurrently herewith and assigned to the assignee of the
present invention.

The above-described closed device 136 provides a
sterile pathway utilizing the sterile coupling, without
the J-shaped configuration chamber.

Yet another embodiment of the sterile coupling is seen
in Fig. 13. Here, the junction 76'' is affixed about a
rubber stopper 84'' serving as an access means to a con-
tainer 80'' or other receptacle. The junction 76''
connects the container 80'' to another receptacle, a first
component storage unit 156. The access means to the
storage unit 156 includes a flexible balloon 158 atfached
at one end to an inlet port 160 of the storage unit and at
the other end to the junction 76''. The storage unit
access means further includes a needle housing 162 having
a double pointed needle 164 and two single pointed needles
166, 168 mounted therein. The needle housing 162 further
includes check valves 170, 172 providing one-way fluid
communication between the balloon interior 159 and the
single pointed needles 166, 168, respectively. The junc-
tion 76'' provides a sterile coupling between the rubber
stopper 84'' and the storage unit access means.

Communication between the storage unit 156 and con-
tainer 80'' is established by bringing thertwo receptacles
toward each other, thereby compressing the balloon 158 as
illustrated, forcing the needle housing 162 toward both
the junction 76'' and the inlet port 160. The needles
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164, 166 puncture the rubber stopper 84''. The needles
164, 168 puncture the inlet port 160. Fluid may then be
transferred from the storage unit 156 through the single
pointed needle 168 and into the balloon interior 159
through the check valve 172. The fluid may continue from
the balloon interior 159 through the check valve 170 and
the needle 166 into the container 80''. Fluid is free to
flow from the container 80'' into the storage unit 156
through the double pointed needle 164. The balloon 158
and the check valves 170, 172 provide for mixture of the
first and second components 74'' and 82'' within the
balloon 158. The balloon 158 may be repeatedly squeezed
to effect a pumping action, thereby mixing the first and
second components 74'' and 82 ''.

While several embodiments and features have been
described in detail herein and shown in the accompanying
drawings, it will be evident that various further
modifications are possible without departing from the

scope of the invention.
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WHAT IS CLAIMED IS:
1. A sterile coupling enabling the selective

establishment of a sterile pathway between two separate
receptacles, said coupling comprising:

5 . (a) first means to access one of the receptacles,
said first access means including an end portion;

(b) second means to access the other of the
receptacles, said secondraccess means including an end
portion;

10 (c) a junction permanently affixed about at least
said end portions of both of said first and second access
means, said junction maintaining said end portions in
sterile, spaced relation; )

(d) one of.said first and second access means includ-
ing a piercing element capable of piercing said junction
between said end portions so as to selectively bring the
access means into pathway communication and.thereby

15

" establish a sterile pathway between the receptacles,

through said first and second access means.

20 2. A sterile coupling enabling the selective
establishment of a sterile pathway between two
receptacles, said coupling comprising:

(a) firsf means to access one of the receptacles,
said first access means including an end portion;

" 25 (b) second means to access the other of the

' receptacles, said second access means including an end

portion;

(¢} a junction about at least said end portions of
each of said first and second access means, said junction
30 maintaining said end portions in sterile, spaced relation;

(d) one of said first and second access means includ-
ing a piercing element capable of piercing said junction

from said end portion of the corresponding access means,
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through said junction, at least to said end portion of the
other of said first and second access means, so as to

access means.

3. A sterile coupling enabling the selective
establishment of a sterile pathway between two
receptacles, said coupling comprising:

(a) first means to access one of the receptacles,
said first access means including an end portion;

(b) second means to access the other of the
receptacles, said second access means including an end
portion;

(c) a junction about at least said end portions of
each of said first and second access means, said junction
maintaining said end portions in sterile, spaced relation:

(d) a conduit in one of said first and second access
means;

(e) one of said first and second access means includ-
ing a piercing element capable of piercing said junction
between said end portions so as to selectively bring the
access means into pathway communication and thereby
establish a sterile pathway between the receptacles,
through said conduit. '

4., A sterile coupling as in Claims 1, 2 or 3,
wherein said junction is molded from heated, molten
material about said end portions so as to sterilize said

end portions by heat transfer to said end portions.

5. A sterile coupling as in Claim 4, wherein said
junction is molded from molten material having a tempera-

ture of at least about 500°F.
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6. A sterile coupling as in Claim 4, wherein.said

junction is formed by injection molding.

7. A sterile coupling as in Claim 4, wherein said

junction is a plastic.

8. A sterile coupling as in Claim 7, wherein said

plastic is a thermoplastic.

9., A sterile coupling as in Claim 8, wherein said

junction is comprised at least principally of Kraton.

10. A sterile coupling as in Claim 9, wherein said
junction is molded from molten material having a tempera-

ture of at least about 500°?.

11. A sterile coupling as in Claim 3, wherein said

piercing element includes said conduit.

12. A sterile coupling as in Claim 3, wherein said
conduit and said piercing element are included in the same

one of said first and second access means.

13. A sterile coupling as in Claim 3, wherein said
conduit is included in one of said first and second access
means and said piercing element is included in the other

of said first and second access means.

14. A sterile coupling as in Claims 1, 2 or 3,
wherein said second access means includes a rubber stopper

in the other of the receptacles.

15. A sterile coupling as in Claims 1, 2 or 3,
wherein said first access means includes a needle mounted
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to and communicating with one of the receptacles, wherein

said piercing element includes said needle.

16. A sterile coupling as in Claims 1 or 2, wherein
one of the receptacles is a drug vial.

17. A method for establishing and maintaining a
sterile, spaced relation between the access means of each
of two separate receptacles, each access means having an
end portion, wherein at least one of the access means
includes a piercing element, to provide for the selective
establishment of a sterile pathway between the two
receptacles, the steps comprising:

(a) maintaining the end portions in predetermined,
spaced relation;

(b) injection molding molten material about at least
the end portions of both access means;

(c¢) simultaneously sterilizing the end portions of
both access means by heat transfer from the injection
molded molten material; and .

(d) cooling the molten material into a unitary junc-
tion enclosing the end portions, the junction maintaining
the end portions iq sterile, spaced relation, wherein the
piercing element may be urged through the junction so as
to selectively establish a sterile pathway between the

receptacles through both access means.

18. A method for establishing and maintaining a
sterile, spaced relation between the access means of each
of two separate receptacles, each access means having an
end portion, wherein at least one of the access means
includes a piercing element, to provide for the selective
establishment of a sterile pathway between the

receptacles, the steps comprising:
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(a) biasing the end portions of the access means into
abutting relation; 7

(b) injection molding molten material about at least
the end portions of both access means, said injection
molding step overcoming said bias and separating the end
portions into spaced relation;

(c¢) simultaneously sterilizing the end portions of
both access means by heat transfer from the injection
molded molten material; and

(d) cooling the molten material into a unitary junc-
tion enclosing the end portions, the junction maintaining
the end portions in sterile, spaced relation, wherein the
piercing element may be urged through the junction so as
to selectively establish a sterile pathway between the

receptacles through both access means.

19. A method for selectively establishing a sterile
pathway between the access means of each of two separate
receptacles, each access means having én end portion,
wherein one of the access means includes a piercing
element, the steps comprising:

(2) maintaining the end portions in predetermined,

spaced relation; 7
(b) injection molding molten material about at least

the end portions of both access means;

(c) simultaneously sterilizing the end portions of
both access means by heat transfer from the injection
molded molten material;

(d) cooling the molten material into a unitary junc-
tion enclosing the end portions, the junction maintaining
the end portions in sterile, épaced relation; and

(e) selectively urging the piercing element through
the junction and the other of the access means thereby

establishing a sterile pathway through both access means.
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20. A method for selectively establishing a sterile -
pathway between access means of each of two separate
receptacles, each access means having an end portion,
wherein one of the access means includes a piercing

5 element, the steps comprising:

(a) biasing the end portions of the access means into -
abutting relation;

(b) injection molding molten material about at least
the end portions of both access means, said injection

10 molding step overcoming said bias and separating the end
portions into spaced relation;

(¢) simultaneously sterilizing the end portions of
both access means by heat transfer from the injection
molded molten material;

15 (d) cooling the molten material into a unitary junc-
tion enclosing the end portions, the junction maintaining
the end portions in sterile, spaced relation; and

(e) selectively urging the piercing element through
the junction and the other of the access means, thereby

20 establishing a sterile pathway through both access means.

21. A method for injection molding molten material
from a low pressure supply into a mold interior, the steps
comprising: )

(a) providing the ﬁold with an open channel between

i 25 the mold interior and the exterior of the mold, such that
the open channel is the path of greatest resistance to the
molten material;

(b) injecting the molten material into the mold by
operation of the low pressure supply, such that a portion

30 of the molten material enters the open channel;
(c) sensing the presence of the molten material in

the channel; and
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(d) ceasing operation of the low pressure supﬁly of

molten material upon occurrence of said sensing step.

22. A method for injection molding molten material
from a low pressure supply of less than about ten P.S.I.
through a supply line into the interior of a mold, wherein
the mold includes an open channel communicating between

rthe mold interior and the exterior ¢f the mold, and

wherein the open channel is narrow relative to the mold
interior, the steps comprising:

(a) injecting the molten material into the mold by
operation of the low pressure supply, such that a portion
of the molten material enters the open channel;

(b) sensing the presence of the molten material in
the channel; and

(c¢) ceasing operation of the low pressure supply of

molten material upon occurrence of said sensing step.
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